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or CUD ':)f the M- terminus of the oectide so as to form a cyclic 



and physiologicaiiy acceptable salts thereof. 

In a related embodiment, the invention is directed 
15 to a labeled p)eptide -ir peptide miimietic comprising a peptide 
C'r t>eptide mimetic d^E'Scribed as above having covalently 
attached theret'i a laiiel capable of aetection. 

J C'iTTa'^ f K ~ : 'd T": t — f h ^ 1_ ^ "*~ 1 O '*^: ^ tT; ^ t ^ F-* d 

p^E'r^tides for" use include peptides having a core structure 
2C c:(jmr:jrising a sequence of ammo acids --:SEQ 11^ N0:2^--: 

X: X;. X, X.; X: X. X- 
A'here X; is C, L, Q, V; >:. is K, L, T or 

V; X; is C, F, I, L, M, R, S, V or v: ; X.; is any of the 20 
genet icallv codec L-amino acias; X: is A, 2, 2, G, K, X, Q, R, 



- / - f ^ f ^ f - ' t ^ t ■/ 



/ect ice 



X.. :t V. 



A- A A. A.:/. 



V 



X-. 



: ^ cue 
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' f ~- f — r - f — r - ' f ~ f - f * r t - r 



— ^/ 



•13, respect i ve 1 ; 



1 R 



w L 



E H ^ 



GPTLREWLTSRTPHS; LAIEGPTLRQWLHGN 
15 GRDT;CADGPTLRZW:SFC; and lEGPTLRQWL 
A A R A. 

In further embcciment s cf the invention, preferred 
peptides for use in this invention include peptides havir:g a 
rtre structure comprising a sequence cf aninc acids --(SEQ ID 
2C NO: 14; — : 

C X X ^ X.: X- X. X ■ 



wnere Xj is r , ?w R, S, . or 1'; X- is 

R, S or V; X4 is any of the 2C genetically coded L-amir 



/ • / 



V- 



preierrea er:rcair::ent , a.; is :l, r., ^, rx, , 

cr W. In a further er:rcd:-ent, X. :5 S or T; X: is I. or 
X: is R; X:. is or G; X. is r 

3C R, or V. Particularly prererreo 



^, cr ana a- is ^, a, ^, 



-V. - - 



REPLACEMENT PAGE 



S C IL O S /' " IS j-L , ^ , 1^ f ^ f , , ^ ^ r , c , _ , . r If /- . ^ S ^ ^ ^ 
:: , „ , - - , : , . / .". I : / ^'^ - :r , s f - , : / , , - • ^ - - • ' - - 

chemc'therapy , radiaricn therapy, cr ocne narrow transfusions. 

treating wherein a patient having a disorder that is 
susc^E'pt ibie tc treatment wrth a TPO agonist receives, or is 

15 administered, a t nerao eut icaily effective dose or amount of a 
cO'mpijund of tne present invention. 

The invention also provides for pha rmLaceut i ca 1 
m' O' s L 1 1 1 n s 0'm:p' r i s i n q o n e or m. O' r e of t h e c o miC o u n d s describee 
herein and 5i physiologically acceptable carrier. These 

20 oh a rmaceu t i oa 1 cc^moos i t ions can be in a variety of forms 

including oral dosage forms, as well as mhalacle powders and 
solutions and injectat'le and infusible solutions. 

BRIEF DESCRIPTION OF THE FIGURES 



_L sJ ^» 1 cr ; 



assay m tne presence or various p 
described in Example 1. Figure lA is a urapnical depic: 
tne results of the TrC-R transfected Ba, T3 ce^^ profile: 
3 0 a s s a \' for selected i? e c t i d e ? or 1 e i r^. ■/ n *7 o n i 

■ desianatina the results for --.SEC *2 XT:':!^'-- 
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W I_ tl n v_ n S 3 t:r p 6' p i_ 1 O G 3 d C 



^ 1 q cme .ri z <s 1 1 c r: u s m a 



c r-Z'l i f e rat ion assay . Fiai 



he results 



n a s s a v 



for- the complexe-d bior inylated pec^'riae [AF 
St ref'tavidi n (SA)) fc>r both the transfected and pai'ental. cell 
lines. Fiaure 2B shews the results of the assay fc^r rhe free 



trans fee ted and 
suits c^f the assay 
ted ana parental 



.5 hiC't inylated pec'tide (AF 

parental cell lines. Figure ze snows one re 
for streptavidin alone for both the transfec 
<r 1 1 1 i ri e. s . 

Fiigures 3A-C-; show r.he results of a series of control 
:C ex|:'eiii:ient s showing "he activioy of TFC, the pepriaes of the 
presen" invent ic^n, EPO, and FFO-R binding peptides in a cell 
p rC' I i f erat ion assay using either the TFC-R transfected Ba/F3 
cell line and its corresponding parental line, or an 
E?Ci-dep)endent cell line. Figure 3A depicts the results for 



11 n^ 



result 
iC't a vio 
• R bine 



s for ccmplexe 
m ,SA^ ■ and a 
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iQ snDv;s a resr 2:ict icn rriap and pcsitici"; cf ihe genes. The 

liorary plasmid includes the rrnB transcriptional terininator , 
r. h e bl 3 gene t c c^ e r m i c s e 1 e c t. i c- n on amc ioillin^ the M13 phaoe 
intragenic regron ^M13 IG) to permio rescue of s i ng 1 e - s t r andec 
JMA, a plasmid replication origin (ore), tv/o lacO^ sequences, 

15 and tne arsC gene to permit p^ositive and negative regulation 
'Z'f the araB pronic^t^E^r driving expression of the lac fusion 
gene. Figure 4B --{SEQ ID NOS 19 & 20, respectively}-- shows 
tne s e g u e Ti c e o l tne c' r o n i n g r e g i c- n a t t. n e ji ' e n q o t the lac I 
gene, including the Sfil and Eagl sites used during library 

20 !ri:n5t r _:ct ion . Figure 4C — {SEQ ID ::0S 223 Sl 224, 

respectively)-- shows the ligation of annealed library 
0 1 igcn jcleot ides , ON-829 and ON-S30, to Sfil sites of pJS142 
zo produce a library. Single spaces in. the sequence indicate 
sites of ligation. 

r tE: 5 p e c t i V e 1 y ■ — s h w s the sequence at the 3 ' end of the :::a IE 
fusion gene, including the l!:r? coding sequence, the poly 
asparagine linker, the factor Xa protease clo-avagge site, and 
32 the available cloning sites. The remaining portions ot the 
vectors are derived from p>:Alc2 .pElM5' and pMALp2 .oElXlc', 
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and 



thie cloning region at the 3' eno or 
including the Sfil and EagI sites us 
constri;ct ion . Fiaure 6C --(SEQ ID N 



the headpiece dimer gene, 
>ea aurina library 



respectively)-- shows the ligation of annealed ON-1679, 
15 ON-;E2 3, and (jN-6 30 to Sfil sites of pCMG14 to produce a 

Iiorary. Singles spaces in the sequence indicate sites of 
1 igat Lon . 

Fi'irures 7 to 9 show the results of further assays 
e^^aluating activity of the peptides and peptide niirr.ETICS of 
20 t.he invention. In this assay n;ice are made thrombocytopenia 
witl-i tarbopl lit in . Figure " depicts typical results when 
Balb./2 mice Eire treated with carbcplatin (125 mg/kg 
intraperitoneally) on Cay 0. The dasned lines represent 
untreated animals fromi three exper im^ent s . The solid line 



•d c i c t s the effect c ;!i c a r c c c _ a 1 1 r. t . 
in mice treatt^d ;%ith the in die a tea 
mg/kg, intraperitoneally .ip^ en la' 
a m. e 1 i o r a t i o n of c a r b o p 1 a t i n - i n cla c e a 
by peptide AF12 513 513' . Tarbcp^a 
i n t r a c e r i t c r. e a 1 1 \' ' w as a dm. i n i s t e r e a 
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I ^ ,^ ^ c; 



, - t - f 



NO : Z 3 ■ , AAAA ,, 1 , , Cr r. — r.:L/,„ 

10 ct:^ns t ructeci using the pclysoT:e display sys 

libraries were screened with peptide eluti 

radiclabeled monovalent receptor. 

The "p-eptides on plasmids" techniques v;as also used 

fC'r peptide screening and mutagenesis studies and is described 
15 in greater detail in "J . S . Patent no. 5, 338,665, which is 

inccrpc rated nerein by reference for all purposes. According 

t: this approach, randcm peptides are fused at the C-terminus 

of Lad through expression from a plasmid vector carrying the 

fusion gene. Linkage Z't the Lad -peptide fu;- 
20 enciding DNA occurs via the lac^ sequences ; 

forming a staole peptiae-Lad-plasmid comply 

s::reen€:d by affinity purification .panning^ 



?ion to Its 
i the plasmiid, 
: that can be 
:^n an immobilicec 



receptc-r. The plasm.ids thus isolc 
into E. cell by elect roporation t; 



am.c ^ 



hen be reintroduced 



:he se^ectea 



.Gua^ 



mutaioenesis studies were pert. 
Lac-1 display system, in which 
iim.er" display sy; 
the resulting L'L 
^e bin dine croteo: 



: "neaapiece 
screened ar,; 



aires were 
ioned as a 
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c u r~ D c s e ^ 



and tht3 lower case letters represent an:rno acid ccacns 
containing 70:10:10:10 rnuoagenes i s at positions 1 and 1 ana K 
(G or T) at position 3 -sf the coaon. Tne licrary was panned 
for 5 rounds against T?C= receptor whrcn had been iirunobr 1 zed on 

.5 magnetic beads. After the fiftn round, tne PGR amplified pool 
wn3 cloned into pAFFo ana the ELISA positive clones were 
sequenced. The sequences were suboloned into an n:BP vector 

d n a L. n e 1 r o> x i ^ a ^ . i v-. a j- i_ ^ i ^ ^ ^ ^ v\ e ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ ^ — - . . 

To imobilize the TPO-R for polysome screening, Ab 

:0 1^9 was first chemically sonjugated to tosyl-act i va t ed 

magnetic beads (available from Gynal Gorporation^ as describee 
by the manufacturer. The reads were in 
in 0.5 borate buffer ;cH 9.5' overnia 



?ated with antiboay 

-1- >-■ .-s. ^.^T^ -t- 0 r^, r~s 2^" U "^^ e 



:he beads were washed and combined w: 



TPO-R containma t: 



prior to acaing tne p 
Screening o 
yielded the TPC rec 
and 2 below, as we 1 
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TABLE 1 
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Peptide 
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TABLE 2 



Peptide 
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>- iCl Q ' — Q 



Dina.ma or acr: 



values are ir^ar: 



It n 



c: c:: :d 



A'hich shc^wed ICv; values . 
witr. a Tnose peptides which gave 



vhar. or ^E-'i^ual t. o 2 00 ]jl 



values ct ress 
^iver a while those which 

gave IC^: values of 500 nm or less are rndicated with a 

ThC)Se p'eptides wnich (gave IC5: values at or near the cutoff 
O'C-ir.r. fc^r a p^articular symboL are indicatea with a hybrid 
•:;es i gnator , e.g., " + Those peptides for which IC^: values 

were not determined are listed as "N.D.". The IC^.- value for 
p^'ptides having the structure: --(S^Q IT NO: 15)-- G G C T L R 
Z W L H G G F G G G was 500 nni or less. (Note the N-teririinal 
and G-terminal amino acids were preceded by two glycines to 
recreate the e>:act Sc^quence displayed cy the phage. These 
glycines are not oelievea to ce necessary for binding or 
activity. ) 



TABLE 3 



-- ( SE 


.'^ 
VJ 


To 0 s 








Peptide 


Affinity 














G N A D 






R C- "^'^ 


^ iz. ■■j: r^-, r^-. r . 




G G G A. 








\\ 1 S T t .^^ ^ - 
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f ^ f 





is r , 


\- 














^ _.. ^ 






. _ J, V_ .^A ^ ^ ^ ^ . . - ^ . . ..^ _ _ ^ / 








- • f 








- ^ . . .. - 








^ , i. i , . ^ , . . w ^_ . . 












In a preferred err.bodirr. 




-r ^ 


pepr : 


.de 


comprise. 


:e of ammo acids — \SEQ 












X, G X: X: X 












IS L, P, '2, or V; X: 


is 


R , S , 


or T; 




IS L, 


X4 is A, R, S, 


J ^ y 




IS A, 




G, M, 


.-, y- n-i . Y -; T V T 
i^.' r X , A - -i. 0 ^. , X , ^ \ / ^ / 


\' r^: IT 


v; and 


each 


X.: 


r e s i d u e 



IS independently selected from any of rhe 20 genetically coded 
L-aminc' acids, their s t e reoi some r 1 c G-amino acids; and 
non-natural amino acids. Preferably, each X^ residue is 
20 independently selested from any cf tne 20 genetically coded 
L-aminc asids and their s t erec 1 scmer ic G-ammo acids. In a 
preferred embodiment — (SEQ IG NG:1'--, X: is P; X: is G; X: is 
L; X- is R; X^^ is E or Q; and X-- is 1 or G. 

More preferably, the core peptiae comprises a 



A : 



wnere a^ is ^, r., , ^, 

IS Af G , G , r.. , A , _ , V / f ^ f - t ^- 
A or I; and X- is G, E, or X. 

Particularly preferred pept 
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- ^ c; V- ' 



- ^ - r - t — / - - r 



:.i CI a s ; 



r'Tei errBO enccGinien!: , a.; is n, r\, ^, , z , , r^. , ^/ 

T, cr W. In a furtiher emboain^ent , X. is ~ ^ . ^ 



or 



:<,; 13 R; X. IS D, E, 



r - r -~ f 



<: r V. Particularly preferred peptides include --(SEQ ID 
K'::15)--: G G C T L R E W L H G E C G G . 
15 In a further embodiment, preferred peptides for use 

m this invention include peptides having a structure 
■::::mr: rising a sequence of amino acids --(SEQ ID NO: 16) — : 



X. C X_ X: X.; X: X. X- 
2C wnere X- is E, 1, N, Q, S, T cr V; X: cs C, E, I, L, X, 

R, V or W; X.: is any of the ZZ genetically coded E-amino 

;icics; X:. is A, D, E, G, K, Q, R, V or Y; X. is C, E, 

L, M, S, V, W or Y; X- is C, G, I, E, X, X, R or and 

X. is any of the EC genetically coded E-amino acids. In some 

? e c t i d e s and c e c t i d c m. i m.e t i c s n a v i n c an I G ;■■ • c r 
g:^eater than about IDE m>! lack surric: 
use in either the diagnostic or therat 
i:\v£?ntion. Preferably, for diagncsti. 
3C and pept idcmimet ics have an IG-. cr about 1 mX cr ^ess ano, 
fc^r pharmaceutical purposes, the peprices and pept i dcmime 1 1 . 
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: r. c tr r r e c t' n a c e i 



N J : 6 ) - 



3 F T L R E W 



J ^ M ^ 1 ^ r\ n W I S r C G G was s ynt h€^s i zed — 

/ 7" 17 r^-. VT /^. . p \ ■' ^ 7^, T-N. f-^ ^ ^ ^ " 

I --'j—i'^' X . ^j'w' . o ; \ ^ -o r' ^ ^ r-. ri. w ^ c r 'vj: r^. 

(SiC'tin)). The pepraie was premcubarea wirh st reptavidin in 
s-rrum-free HEPES-b j f f erea RPMI at a 4:1 molar ratio. The 

15 cz'inr'lex was tested tor stimulation of cell proliferation of 
TF'j — R trEinsfected 3s/ F3 cells, as above, a 1 one side f rG^e 
t'i :)tinyl Eited f'epoide and tne unbiot iny 1 a t ed parent<sl p:eptide. 
P 1 ui r e 5 n c- w s tne r e s u i. t'. s 
i I'O inylated pepoide (A 

20 bo:h the transfected ^nd parental cell lines. Figure 23 s: 
th'i r'esults cf the assay for the free beet rnx'latea peptiae 
122 85; fc;r bc^ch the transfected and parental ceil lines. 
Fiouie 2C shows the results of the assa\* for streotavidin 



tne assay tor the c o m r ■ x >i e d 
eptavidin (SA) ; for 
^ ^ e s , ~ ' 



alc^ne for both the transfected and carental cell lines 



. nese 



sceci f icit ^ 



r 1 tne r' e s i : 

appro ximaoe^ 

pep^tides of 
cress reactivity of the pe 
receptor ,E?0-R' . The EFT 
haertat opoiet in crowth fact 
The peptides of the invent 
known EFG-bindina cectide, 



ne 
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EXAMPLE 4 
"PEPTIDES ON PLASMIDS" 



:A) and 



^ 1 c r a r v' 



Q ^li r-f " : fii " 



IC rando- region or tne aesirea ^eng 

oiiqonucleotides can be 5' pnosphorylated cherriically during 
5yn*:hesis or after purification witn pc 1 ynuclectrde kinase. 
They are then annealed at a 1:1:1 nolar ratio and ligated to 
the vector. 

15 The strain of E. coll which is preferably used for 

panning has the genotype: A (srl-recA) endAl nupG lon-11 sulAl 
hsdRlV A(ompT-fepC) 266 AclpAJ 1 9 : : kai- Alacl lac ZUllS which can 
be prepared from an E. coll strain frcr:; the E. cell Genetic 
Stock Center at Yale University \E. cell b/r, stock center 

2C designation CGSC:65"3; with genotype lc::-ll sulAl. The above 
E, ::cli strain is prepared for use in e 1 ec t r oporat ion as 
de:'s::ribed by Dower et al. N ucleic Acids Res. 16:6127 , 
except that 10^ Glycerol is usee for all wash steps. The 
cells are tested for efficiency usmo 1 pa of a Bluescriot 

15 ol.asxid ^ St rataaene ■ . These cells are ::sed ror cro\ 



c-ioj^ati on aiier ec:i. 



p a n n 1 n c o y g e n ^ _ 
V s o 1 "T- e . J-\ i t e ] 



s, tne 



:e ^ 
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r : ■ J ^ : ' - ; . ^ 



tabu: 



E^OCruMl E'250(nMi ICZOfnMi 

StrUCIUrC ProlUcnncn NWcrooavi 



:] " • ?enj.^JX:-?TL?^.-JISF{Cys ) - {NH 2 j — (skq_^d nx):J7^2) — 
....... I ^ ^ • • 



I 

c 



(0=C-:-IHj -.-^PTL?^':iSF{Cys) - {NH 2 j --^SEQ ^IIT xo:m)- 

1 i 

CK2 S 



(K) - •;:-:=noc^•s ) ADGrTLHII-TIEF (Cys ) - {NH2 ] -( SEQ ID NO =174)- 

I -f*"*- -h-t NU 



(O'^Z-Ml-AIXJrTLJ-Zl-JISF-lCys) - {NIl2;— (SEQ iq NO:173)- 

I ^ I 

CH2 

O 



(Kl - { D-Cys ) AIX^FTL-F^-rEEF {D-Cys ) - t 
I I 

C — r 



— (SFQ.ID NO: 175) — 



— (SKQ ID NO: 176)-- 



EC50(nM) E-Z5-:-(r.Sn IC50(nM) 

Structure Prolticrmcn v.:cTConvi 



V ' y^--> 1 — ( ^t:0 ID NO: 177) — 



I 

! 

s- 



lHl-tr:oziocys)AIX^?TI^^«-ISFfHoinocys)-iNrt ID XO:_^178)- 



(0=C-KHl-ADG?TLEZHISr{Horiacys)-{NH21--(SEQ ID NO:!?^) — 

1 \ ■ 

C:H2 5 



(0-C-^IKl-ADG?TIJlZr7ISF{Penj -{NH2i "^SEO ID N0:180)- 

I + 

CK2— ^ 



, „, , r rni ^ : — ( ^^"'^-"^ ^D NO: 173)-- 

I ! 



[ 111 --KADG?TLRr-:vri.::F:--:- i Nil ■;. I --(SEQ.iD no: 18^1)- c, 



Structure 



EC50(nM) E-nOfnM^ IC50(nM) 



[HI- ZADGPTLRZ-'JISF 
I 

0=C-NH 



I 

I 

/\y 



•IS7{Cys)-{NH2i 
1 



-(SKO.ID NO:- 17 3) — 



MO 



,~(SEQ ID XO:173) — 
(0=C-^IH1 -ADGPTLPJErrllSr {Cys ) - {NH 2 J + f NO 

1 



I I 

! -0=0 



(H] - {Pen)7JX;FTlL: 
I 



-^-JISF { Pen ) - { l-IIi 2 i 
I 



-CSE^ 



ID N0:I^4~) — 



NO 



EXAMPLE 7 



. C were assayed for EC-- and IC;-. values as descricea 
Microphysiometer results are given in parentheses 
results are summarized in Table 5 belov;. 



REPLACEMENT PAGE 



■( SEO ID NO: 12)~ 



CADGrlL^WISFC 



E-Q 



Substitution EC50 (nM) IC50 (nM) 

Cell Prolif, 



D-A - - ^• 

1-A -H- C-) 

S-A C^) 
S - D-Ala + 



S - Sar 
S-Aib 

S-D-Ser ++ ^ 



ir- r-r 



S-Nva A-^i^ +' 

S-Abu ^' 

5 - (N-Me-Ala) + • 

S - (N-Me-Val) 

- (N-Mo-Ala) * 

S - (Nor-i-eu) ^ ^ 

S - (t-Bu-C,ly) 4- ' 



1 

ii 



EXAMPLE 8 



were evaluated az positions D, S, cr F as indicated in 
below. EC-: and IC^: values w^ere calculated as describe 
c>Kr^Tr^ Ml ^■r-r^r>h\7c; -; nni(^t-or rF^.qn'rs are in parentheses . 



REPLACEMENT PAGE 



TABI^E t) 

— (SHi.i ID XO: 17 3) — 



(0=C-NH] -ADG?TLREV7ISF(Cys) 
I 

CH2- 



Substitution EC50 (nM) IC50 (nM) J 

CeUProiiL I 



D-E C-^) 

free add form C "^"i 

C-tena. Gly addition -W" -Hi- 

S-Abu WO 

F - DiFh-Ala (Jr-^') 

S J - Abu, DIFh-Ala 



EXAMPLE 9 



is included as a ccnpariscn. 

The ccTX'Cunds of Table 8 were inactive at tne 

In Table 9, EC.; and values determined as 

15 described above for cyclized and dimerized variants of --(SEQ 
ID NO: 193) — 

1 E G P T L R 2 W L A A R A are compared. 

In Table IC, truncations of the dim.er — (SEQ ID NOS 
17 & 18, respect ively; 



:0 



{H; - I E G r 



^, 0 'A ^ r\ r\ r\ 



(H) -iEGPTLRQWLAARA(Pala: K - (NH;;) 



and IC- values were calculated as 



REPLACEMENT PAGE 



TAI3IJ-: 7 



EC50 (nM) 1C£0 (nM) 



0 



H — (SEQ ID XO: 173) — 
(Br4<:-:-Sl-AIX;?TL?:=HIS7C-•NI^l -f"^ '^'^ V-r 

0 

n , — CSEO ID NO: 173)-- 



— (SEO ID MO: 17) — 
(HI -ZEGFTLPXJVnLAAHA ' "i" 

lH)-IH3TLIU?'ZLAAR7^(P-Ala)K-{NH2]--(SEQ ID N0:18)- 



— (SEQ ID \0: 185) — 
{K]K:II^PIIJl^3WIAaEA-{^IH2] 

[K] J •-; ;f^rr-pnMr.RA»:^-tNH2i — ^SEQ ID NO: 185) - 



— (SEO ID X0:186)-- 
(KlHiyx;PIir^-JI£F-;NK2i -^"^ 

(H1-CADGPIISII'2ISF-{NK2J "^SEO ID NO: 186) - 



— (SEQ IDJ.O:187)-- 

I 

(H}-SVCCGrTLK(7/.^VJuNl-n:-::-i^"b.) —CSEQ id N0:187W- 

— ^SEO ID NO: 188^-- ^ 
( M ) -I-rv-GFTUlSGC- [ NH2 1 " ( SEQ ID NO : 1 88 ) - 



EC5D (nM) IC50 (nM) 

* ^crQDnvs. Prolif . 



— (sp:q id :;o: 12)- 



L. 



, — (SHU LD :;():l/3> — 

(Ac)-.-iX;PTTjc£r-jI£7-c ND -^4- 

(Acl-ADGPTLHEHISIt: — (SEO id ::():173)~ 



— j'SFD 1 1) NO: i7:n — 
AIKPTIJiZrilSrC " +-t- 

I 



(Acl-TLE&JISn 
(Ac) -TIJIB^-HFC — ^SK>> ID :;u:19LM- 



— (SK>' ID :;c):n'::^-- 

TLEErTIEFC 
I 

TLIIE--7IS^C — ID :,'0:I92") — 



, — I SEO ID N():I8':n~ 

[hc] -ZGFILBIHISFC -i— ^ -f-r 

fAcl-rGPTT — — (SEO id N0:18':^) — 

, — ( SK() id >:o:r:^i)) — 

I 

(Acl-G?III£HI5rC — tSEO ID NO: 190)-- 

— iSKQ ID NO: 1^)0) — 
GPTLREHISrC -M" -M- 

I 

GPm^fZSFC SEt.i ID N0:190) — 
— ( SE(.^ ID NO: 191 i — 

(Acj-?TISIHIEFC WD 
(Acl-?TLEH-JISFC — iSE'i id N(^:l^n — 



SE>i id NC: 191 ) — 
PTLEEriTSFC V-r 

PTLRS7ISFC —CSEn ID :;o:l9l) — 



TABLE 8 

(SF.O ID NOS 205-222 , respectively) 

(HJ -CTRAQFLSGC- {--IH-j j 
(HJ -CSHaOT.HSIC- {KH2 ] 
(H) - QIHSQLIJ^AC - {KH2 } 

(H] -rrsTQi'Ki^- {HH2 j 

(H) - CQEflnr.TTgu - {1132 ^ 
iH] - r^-,SF=XaGQQC - { ^H2 ] 
(HJ HZTHJVWKEAEISC- { NH2 ] 
(HJ - CniiQWLCX-SS ^- {NH2 ] 
{ H ] HZi:rG?F\7TQi-2LYEr - { JiK2 j 
{ H] HZTQgZZJQPm.VC - ( ) 

( H] -CIZ.VGFEIH2-3LTC - ( iNCij j 
(H) -CEIJ^l^IEGI^r- {i-nio i 



TABLE 9 



EC50 (nM) ICSO (nM) 



— (SEQ ID NO: 194)--- 
(H1-CIH3PTI^.QVJUL-JL\C-;NI%1 N.D. i-r . 

I : 



— (SKQ ID N-0:17)" 

\ --(SKC) ID NO: 18■)~ 

( H ] - IZSFTLHjy'ttAAHA ( D-Aial K- {NH2 1 



— (SEQ ID NO : 1851 — 

1 

(HI -Clid^irl L ?J7/:L.-------.- -.:-H2 1- ^ ^F-Q ID NO:185)- 



TABLK 1 0 



I 

(Hl-IEaTTI-^.-L^AJA(C-Al^lK-(NH,) -(SEQ ID XOS 17 & 18)- 



Sequence 



EC30 (iiM) 
CellProiif- 



IC50(nM) 



— (SEQ ID NOS 17 & 18) — 



— (SEQ ID NOS 195 & 196)-- 



(H) -IBI?TI30WL5A 

— (SEQ ID NOS 197 6. 198) — 



(Ac J -EGrn:?J3^^iAA:^ 
(Ac J -egfti^<':iaa:^-Pa-k(nh,) 

— (SEQ ID NOS 199 & 200) — 



MD 



MD 



(H> -EGrTI30m-;^ARA 

-(SEQ ID NOS 199 & 200) — 



N 0 



I 

- ( SEQ ID NOS 201 & 202) — 



(Ac) -EGi xLySj^-n^^x 

1 

(Ac J - EGrTLFJ^.-.'lJ-^-f^A-r- IISL 1 

— (.SEQ ID XOS 203 & 204') — 



I 

-(SEQ ID NOS 203 & 204) — 



EXAMPLE 10 



Table 11 lists exarr.ple^ 
that shov; TFO agonist activity, 
in the table are as follcv;s: 



tne suDstitui 
substitution: 



;a ccr:\pcunas 
abbreviated 



TABLE 11 

15 



[Hl-CADGPTLREWISFC - [NH^l 


G 


P 


W 


Sar 


HypiOBn) 


Nal 


Sar 


Hyp(OBn) 


Nal 


Gly 


Pro 


Trp 


Gly 


Pro 


Trp 


Sar 


HypiOBn) 


Nal 


Gaba 


Pro 


Trp 


Cpr-Gly 


Pro 


Trp 


Sar 


HypiOBn) 


Nal 


Gly 


Pro 


Trp 


Gly 


Pro 


Nal 


Sar 


Pro 


Trp 


Cpr-Gly 


L-Tic 


Nal 


Gly 


D-Tic 


D-Trp 


Cpr-Gly 


D-Tic 


Trp 


Gaba 


HvD(OBn) 


Trn 



REPLACEMENT PAGE 



